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111.

Freedom of Information Summary
GENERAL INFORMATION

NADA NUMBER: 122-578

GENERIC NAME: hyaluronate sodium 11 mg/mL
TRADE NAME: HYVISC® STERILE INJECTION
MARKETING STATUS: A prescription (Rx) product which includes

the caution statement as follows:

Federal Law restricts this drug to use by or
on the order of alicensed veterinarian.

EFFECT OF SUPPLEMENT: To increase the concentration of hyaluronate
sodium from 10 mg/mL to 11 mg/mL, asa
result of an improvement to the
manufacturing process, and increase the
dose from 20 mg to 22 mg for small joints
and from 40 mg to 44 mg for large joints.

INDICATIONS FOR USE

HYVISC® (Hyaluronate Sodium) Injection is recommended for treatment of
joint dysfunction in horses due to non-infectious synovitis associated with equine
osteoarthritis.

DOSAGE FORM, ROUTE OF ADMINISTRATION AND
RECOMMENDED DOSAGE

Dosage Form:

The ingredients of Hyvisc® are formulated in a sterile injection for intra-articular
injection in horses. A 2 mL dose containing 22 mg of hyaluronate sodium is
injected intra-articularly in small joints (carpal and fetlock) and a 4 mL dose
containing 44 mg of hyaluronate sodium isinjected in large joints (hocks).
Treatment may be repeated at weekly intervals for atotal of three treatments. The
maximum total of three treatments at weekly intervals applies to both small and
large joints.
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VI.

EFFECTIVENESS
Refer to the FOlI Summary for the original April 3, 1986 approval.
ANIMAL SAFETY

Target animal safety was established in the original NADA approval dated April
3, 1986. These data were reevaluated due to the increase in dose when the drug
concentration was increased from 10 mg/mL to 11 mg/mL.

The margin of safety in the original approval was 5X for carpal and fetlock joints
based on the drug concentration of 10 mg/mL and the dose of 20 mg for small
joints. The increase in drug concentration to 11 mg/mL increases the dose for
small joints from 20 mg to 22 mg per joint. The increased dose reduces the
margin of safety from 5X to 4.5X, which is adequate.

The margin of safety in the original approval was 3.58X for hock joints based on
the drug concentration of 10 mg/mL and the dose of 40 mg for large joints. The
increase in drug concentration to 11 mg/mL increases the dose for large joints to
44 mg per joint. This reduces the margin of safety from 3.58X to 3.2X, which is
adequate.

HUMAN SAFETY
Data on human safety, pertaining to consumption of drug residues in food, were

not required for approval of this supplemental NADA. This drug is labeled not
for use in horses intended for food.

VII. AGENCY CONCLUSIONS

No new safety data were required to support this supplemental NADA. The data
in the original approval dated April 3, 1986 were adequate to satisfy the
reguirements of Section 512 of the Act and 21 CFR 514.111 of the regulations.
The data in the original approval were adequate to support the increased dose

for both small and large joints. The data were adequate to demonstrate that
Hyvisc® Sterile Injection when used under the labeled conditions of use, is safe
and effective.
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Hyvisc® Sterile Injection is restricted to use by or on the order of a licensed
veterinarian because professional expertise, especially a knowledge of non-
infectious osteoarthritis is needed to make an accurate diagnosis, safely
administer the drug and monitor response to treatment. A veterinarian’s expertise
is required to determine if additional treatments are required and to evaluate the
significance of any adverse reactions that may occur.

Attachments: labeling
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Hyvisc 11 mg/rmL
(hyaluronate sodium) STERILE INJECTION

For intrit-urticular injection in horses only.
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DESCRIPTION: Hyvisc* (hyaluronate sodium) is a clear, colorless, viscous fluid
contanined ina Smlb disposable syringe, as a single 2mL dose. Chemically, hyaluron-
i acid s a high molecular weight mucopotysaccharide composed of repeating di-
siccharnde units, vich unic consisting of D-glucuronic acid and N-acetyl-D-glu-
cosamine.  Each wl of Hyvisc® Injection contains 11 mg of hyaluronate sodium
and 8.47 my of sadium chloride, U.S.P, in'sterile water for injection, U.S.P, q.s.
ACTIONS: Hyaluronute sodium is a natural constituent of connective tissue and
synovial fluid in both man and animals. In synovial fluid, hyaluronate sodium
confers viscoelastic as well as lubricating properties (1-2). In connective tissue,
hyaluronate sudium specifically interacts with cartilage proteoglycans to form sta-
ble agprepates (3-5). The mechanism of action by which exogenous hyaluronate
seabium exeres its therapeutic effect in arthritic joints is not known at this time.
INDICATIONS: Hyvisc® (hyaluronate sodium) Injection is recommended for
the treatment of joing dysfunction in horses due ro non-infectious synovitis asso-
ciated with equine osteoarthritis.
CONTRAINDICATIONS: There are no known contraindications to the use
ol Hyvise® (hyaturonate sodium) Injection,
WARNINGS: Not for use in horses intended for food. Hyvisc® (hyalpronate
sodium) Injection must not be administered intravascularly, '
ADVERSE REACTIONS: In the clinical trial with Hyvisc® (hyaluronate sodi-
um) Injection, a wild, transient post-injection inflammatory response in the joint
wis reported in 2% of the cases treated, There were no other side effects.
DOSAGE AND ADMINISTRATION: The recommended dose of Hyvisc®
(hyaluronate sdium) Injection is 2 mL (22 mg) given ta horses intra-articularly
in sl and medium- sized joints (carpal, fetlock). In larger joints (hock), the
desage s 4 mb (49 my). Treatment may be repeated at weekly intervals for a total
of three treatments. . As with any intra-articular injection, asepric technique is
used. The following are suggested use directions regardless of the type of joint to
be treated.
I Carefully divgnose each case using routine methods, The origin of lameness
should be pinpointed to be within a specific joint or joints (e.g., lameness is
localized toa specific joint using intra-articular anesthesia), Radiographs or
other dingnostic aids should not reveal recent fractures or other serious
abnoninalities which would suggest a poor prognosis.
Asepticatly remove as much synovial fluid from the afflicted joint as can be
cisily withdrawn.
3 Remove tip eap from the Hyvisc® syringe and inject through a sterile needle,
20 gauge or larger.
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4. Inject a single 2 mL dose {(one syringe) of Hyvisc® into each joint to be treat-
ed; if the joint being treated is the hock jaint, inject 4 mb (two syringes}.
Since Hyvisc® is a viscous fluid, care should be exercised on injection so as
not to dislodge the needle from the syringe.

5. Two or four days of rest or light exercise is recommended before resumption
of normal activity. Improvement of joint function should be seen within one
to twa weeks after Hyvisc® Injection.

As with any intra-articular injection, a mild inflammatory response (tenderness, heat
and swelling) may be seen in the joint following the Hyvisc® Injection. This response
is self-limiting, but may last from two o five days after reatment. I inflanumacion is
excessive or severe, the possibility of infection should be considered and appropriace
antibiotic therapy instituted.
CAUTION: Federal Law restricts this drug to use by or on the order of a licensed verr
erinarian.
Used or partially used syringes should be crushed and disposed of in an appropriate
landfill,
Do not use if numerous small air bubbles are present throughourt the solution.
STORAGE: Store under refrigerated conditions. Protect from freezing and avoid
excessive heat,
HOW SUPPLIED: Hyvisc® (hyaluronate sodium) Injection, 11 mg/mL, is avaifabie
in 2 mL prefilled, disposable syringes individually packaged.
SAFETY MARGIN IN HORSES: In toxicity studics of Hyvise® (hyaluranae sadic
um) Injection in homses, intra-articular doses at one, three, and five times the recom-
mended dose once weekly for three consecutive weeks did not result in any drug relat-
ed local or systemic toxic effects. The mild tansient post-injection intlammacory
response observed within the joints of some horses was qualitatively and quantitatve-
ly similar to that detected in the physiologic saline injected controls. In o reproductive
study in mares, 16 mL of Hyvisc® (10 mg/mL) injected intrmuscularly or subcutie
neously once or twice during the second or third stage of pregnancy resulted in no
adverse effects on the mares or newbom fouls.
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Hyvisc® registered trademark of Anika Therapeutics, Inc.

Manufactured by:  Anika Therapeutics, Inc.
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